Introduction {#Sec1}
============

A patient's complaints are said to be unexplained if the general practitioner (GP) cannot decide on a specific diagnosis after adequate history taking, physical examination and careful consideration of the patient's psychosocial context \[[@CR1]\]. On average, 13% of consultations involve complaints considered unexplained by Dutch GPs \[[@CR2]\]. These unexplained complaints often concern fatigue, abdominal and musculoskeletal complaints.

It is often assumed that unexplained complaints are mild and self-limiting, because patients do often not revisit their GP for them after a first consultation \[[@CR3], [@CR4]\]. However, an unexplained complaint can be a first sign of somatic or psychosocial pathology or a precursor of more chronic unexplained complaints such as chronic medically unexplained symptoms (MUS), chronic functional symptoms or somatoform disorders \[[@CR5]\].

Patients with chronic unexplained conditions often have high levels of medication and other healthcare use and frequently show significant psychological distress \[[@CR6]\]. Patients with multiple medically unexplained symptoms (MMUS) have impaired quality of life \[[@CR7]\]. Furthermore, patients often do not feel taken seriously, do not feel helped and feel treated as malingerers. They, therefore, tend to lose trust in their GPs \[[@CR8]\]. In brief, the long-term consequences of many unexplained complaints are unfavourable.

GPs too consider unexplained complaints problematic. One study found that in consultations with such patients GPs feel frustrated and helpless though devoted to help \[[@CR9]\].

Research on unexplained complaints is increasing. So far, most research has focused on patients with chronic consequences of unexplained complaints. This research varies from discussions on nomenclature and taxonomy \[[@CR10]--[@CR12]\], to research on the characterization of these patient groups \[[@CR13], [@CR14]\] and possible treatment options \[[@CR15]--[@CR17]\]. Little is known about patients with unexplained complaints in their early stages. We performed this study to describe the demographic characteristics and quality of life of patients with early stage unexplained complaints. To provide some frame of reference, we compared these descriptive measures for the unexplained complaints to those of an unselected group of patients visiting their GP, and a group of depressed patients. For practitioners, better delineation, in terms of quality of life, of a group of patients that frequently seeks their help may sensitize them to consider more structured monitoring in order to achieve a firmer diagnosis be it somatic, psychological, or psychosocial.

Methods {#Sec2}
=======

GPs and patients {#Sec3}
----------------

GPs were recruited from the southern and the western part of the Netherlands. GPs were given the Dutch College of General Practitioners' definition of unexplained complaints: those complaints that remain of unclear origin for the GP after adequate history taking, physical examination and careful consideration of the patient's psychosocial context \[[@CR1]\]. This definition supposes that complaints are labelled "unexplained" early on in the clinical episode before elaborate investigations were performed.

Between February 2002 and December 2003, participating GPs included adult patients, presenting with a complaint that the GP designated as "unexplained" at the end of the first consultation. Patients who had presented with the same complaint in the previous 6 months were not included. Patients were eligible if they presented with fatigue, abdominal complaints, musculoskeletal complaints, weight changes or itch as their main complaint.

Individual GPs decided whether a complaint was "unexplained". There was no standardization of this process other than that implied by the Dutch College of General Practitioners' definition. GPs invited patients to participate in the study at the end of the consultation.

Informed consent procedure and medical ethics committees {#Sec4}
--------------------------------------------------------

All participating patients gave written informed consent after having read information provided by the GP directly after the consultation. The medical ethics committees of the University of Amsterdam and Maastricht University approved the study protocol.

Data collection: study population {#Sec5}
---------------------------------

The data for this study were collected as part of baseline measurements for a randomized diagnostic trial on unexplained complaints in general practice \[[@CR18]\]. After the entry consultation, patients filled out a questionnaire on demographic characteristics. The RAND 36-item Health Survey (RAND-36) was used to measure generic health-related quality of life. The RAND-36 \[[@CR19]\] is a Dutch version of the Medical Outcome Study 36-item Short Form Health Survey (SF-36) \[[@CR20]\] and is composed of 36 questions and standardized response choices, organized into eight multi-item scales (domains). These eight domains are: physical functioning (PF), role limitations due to physical health problems (RP), social functioning (SF), general mental health (MH), role limitations due to emotional problems (RE), vitality (VT), bodily pain (BP) and general health perception (GH). Raw RAND-36 scores on the eight domains are linearly converted to 0--100 scales with higher scores indicating better quality of life.

Data collection: reference populations {#Sec6}
--------------------------------------

### Reference population for comparison of demographic characteristics {#Sec7}

The demographic characteristics of a Dutch general practice population were taken from the second Dutch National Survey of General Practice, which is a large representative population-based survey that takes place every 10 years. Methods of this study have been published elsewhere \[[@CR21]\]. Briefly, this national survey contains data about health and healthcare-related behaviour of 375,899 persons, registered in 104 practices with 195 GPs in 2001.

### Reference populations for comparison of quality of life {#Sec8}

The results section of this manuscript shows that the quality of life of patients with early stage unexplained complaints is poor. Our initial objective was purely descriptive. However, when such low quality of life figures were found, we felt the need to compare these to other patient groups. First, we wondered whether maybe all patients consulting their GP would have such low quality of life figures and therefore compared the unexplained complaints group with a Dutch general practice population. We also thought that maybe our patient population included a lot of depressed patients which could explain the poor quality of life and therefore also compared our quality of life figures with those of a population of depressed patients.

Figures of the Dutch general practice population came from a study on functional status, health problems, age and comorbidity in primary care patients \[[@CR22]\]. In this study 60 GPs from 43 general practices handed out a written questionnaire to 100 patients of 18 years and older, consecutively visiting their practice. In total 4,024 patients responded.

Figures of the depressed patients came from the Netherlands Mental Health Survey and Incidence Study (NEMESIS). This NEMESIS survey, was based on a random sample drawn from the Dutch general adult population aged 18--64 (*n* = 7,076) of whom 204 had been diagnosed with a major depression within the past month \[[@CR23]\].

Statistical analysis {#Sec9}
--------------------

First, we compared the demographic characteristics of the five unexplained complaint categories to each other. Those of the total UC study population were compared to those of a Dutch general practice population. Differences were tested using the Fisher's exact test.

Second, mean domain scores on the RAND-36 were compared for each of the five unexplained complaint groups using linear regression with the "fatigue" complaint group as the reference category. We calculated robust variance estimates (Huber-White sandwich estimator) \[[@CR24]\] to allow for potential dependence of quality of life scores within a single GP.

Lastly, we compared mean domain scores of the total UC study population to those of a Dutch general practice population sample and to a random sample of depressed patients. Differences were statistically tested with *t*-tests in which equal variances were not assumed. Analyses were performed using STATA, version 9.2.

Results {#Sec10}
=======

General characteristics of the study group {#Sec11}
------------------------------------------

Of the 91 GPs who intended to participate, 18 dropped out before including any patients. They predominantly reported lack of time as the reason for drop out. Ten GPs did not include any patients during the inclusion period, although they did not formally drop out. Thus, 63 GPs (69%) included 513 patients with unexplained complaints (range: 1--36 patients per GP). Questionnaires from 466 (91%) patients were available for analysis. Forty-seven patients stopped their participation to the study or did not fill out this particular questionnaire.

Demographic characteristics of the study group {#Sec12}
----------------------------------------------

The demographic characteristics are summarized in Table [1](#Tab1){ref-type="table"}, for the total UC study population, per complaint group and for the Dutch general practice population. The mean age of the total UC study population was 44 years (interquartile range 31--55) and 74% were women. Most patients had completed secondary or higher level education (91%) and were married or living together with a partner (71.5%). Table 1Demographic characteristics of the total UC study population, per complaint group and of a Dutch general practice populationDemographic characteristicCategoriesTotal UC study population % (*n* = 466)Fatigue % (*n* = 295)Abdominal complaints % (*n* = 60)Musculoskeletal complaints % (*n* = 69)Other complaint groups % (*n* = 42)Dutch GP population % (*n *= 3,85,461)SexMale26.426.12524.633.349.5Female73.6^a^73.97575.466.750.5AgeMean (years)44.241.842.352.2^b^50.3Unknown0--194.96.16.71.1023.420--3937.142451330.930.440--6445.9^a^41.74066.7503365+1210.28.318.819.113.2Educational levelNone1004.3^b^2.416Elementary97.53.317.4^b^14.318.9Secondary68.9^a^68.18059.5^b^64.348.1Higher22.1^a^24.416.718.81917Marital stateSingle28.529.82030.428.6UnknownMarried/cohabiting71.570.28069.571.4UnknownInsurance TypePublic65.265.868.369.65067.4Private34.834.231.730.45032.6NationalityDutch95.396.396.791.39386.2Not Dutch4.73.73.38.7713.8Region of the NetherlandsWest56.457.646.762.352.4UnknownSouth43.642.453.337.747.6Unknown^a^*P* \< 0.05 (Fisher's exact test, reference group is GP population)^b^*P* \< 0.05 (Fisher's exact test, reference groups are fatigue and abdominal complaints)

The main reason for encounter was fatigue (63.3%) and only few patients with weight changes or itch were included. In all further analyses, these latter two groups were combined into an "other complaints" group.

Patients with musculoskeletal complaints were significantly older and less educated than patients with fatigue or abdominal complaints (*P* \< 0.05).

Compared to patients from the Dutch general practice population (second Dutch National Survey of General Practice), unexplained complaint patients were more likely to be women (74% vs. 51%), older (46% vs. 33% in the age group 40--64) and more highly educated (91% vs. 65% secondary or higher level education). These differences were statistically significant (*P* \< 0.05).

Quality of life of the total UC study population and per unexplained complaint group {#Sec13}
------------------------------------------------------------------------------------

The overall quality of life for the total UC study population was poor (Table [2](#Tab2){ref-type="table"}). All domains showed a mean score of less than 70 (on a scale from 0 to 100), except Physical Functioning (mean 73.4). The lowest score was in the Role Functioning Physical domain (mean 37.2). Also the Vitality domain scored low (mean 40.5) both in the total UC study population and in the separate complaint groups. Table 2Quality of life of the total UC study population and per complaint groupAllFatigueAbdominalMusculoskeletalOtherN466295606942Domains RAND-36MeanMeanMeanΔ (95% CI)MeanΔ (95% CI)MeanΔ (95% CI)Physical functioning73.473.381.38.1 (2.2 to 14.0)^a^62.2−8.0 (−14.8 to −1.3)^a^76.33.0 (−4.3 to 10.4)Social functioning66.562.570.88.3 (−0.2 to 16.9)76.413.9 (6.9 to 21.0)^a^729.5 (−0.7to 19.7)Role functioning physical37.231.556.324.7 (11.9 to 37.5)^a^397.5 (−3.5 to 18.5)4715.4 (−6 to 31.4)Role functioning emotional60.254.174.420.3 (9.0 to 31.6)^a^74.220.1 (6.6 to 33.6)^a^59.35.2 (−10.4 to 20.8)Mental health63.861.869.47.6 (2.3 to 12.9)^a^67.96.1 (1.1 to 11.1)^a^62.91.0 (−6.8 to 8.8)Vitality40.533.653.720.1 (15.1 to 25.1)^a^54.120.5 (13.8 to 27.2)^a^48.514.9 (8.2 to 21.5)^a^Bodily pain67.772.761.7−10.0 (−15.9 to −6)^a^55.5−17.2 (−25.2 to −9.2)^a^61.3−11.4 (−21.5 to −1.2)^a^General health55.755.261.15.9 (3.4 to 8.4)^a^53.8−1.4 (−3.6 to 0.8)54.3−0.9 (−5 to 3.3)Differences (Δ) indicate differences with the fatigue subgroup, where the mean of the fatigue subgroup was subtracted from the other subgroup's meanConfidence intervals (95% CI) were calculated using the Huber-White sandwich variance estimator which accounts for within physician correlation (for details, see main text)^a^*P* \< 0.05 (linear regression, reference group is fatigue)

Except for the Physical Functioning and Bodily Pain scales, patients with unexplained fatigue significantly scored the worst (*P* \< 0.05) in every domain, especially on the Role Functioning Physical domain (mean 31.5). Patients with musculoskeletal complaints showed the significantly lowest score on Physical Functioning (mean 62.2) and Bodily Pain (mean 55.5) (*P* \< 0.05).

Comparison of quality of life with other patient groups {#Sec14}
-------------------------------------------------------

Table [3](#Tab3){ref-type="table"} shows that the total UC study population scored lower on all domains than the Dutch general practice population. These differences were statistically significant (*P* \< 0.05) for all domains except Bodily Pain. Table 3Comparison of RAND-36 scores of different patient groupsDomains RAND-36Total UC study populationDutch GP populationDepressionAge18--8718--80+18--64*N*4664,024204MeanMeanΔ (95% CI)MeanΔ (95% CI)Physical functioning73.478.55.1 (2.9 to 7.3)^a^81.27.8 (3.9 to 11.7)^a^Social functioning66.574.58 (5.4 to 10,6)^a^62.5−4 (−8.4 to 0.4)^a^Role functioning physical37.262.425.2 (21.5 to 28.9)^a^63.426.2 (19.3 to 33.1)^a^Role functioning emotional60.27514.8 (10.6 to 19.0)^a^42.6−17.6 (−24.6 to −10.6)^a^Mental health63.869.65.8 (4.0 to 7.6)^a^46.6−17.2 (−20.4 to −14.0)^a^Vitality40.558.518 (16.1 to 19.9)^a^40.3−0.2 (−3.6 to 3.2)Bodily pain67.768.40.7 (−1.7 to 3.1)680.3 (−4.3 to 4.9)General health55.765.710 (8.9 to 11.1)^a^55.70 (−3.2 to 3.2)Differences (Δ) indicate differences with the total UC study population, where the mean of the total UC study population was subtracted from the other patient group's mean95% CI: 95% confidence interval^a^*P* \< 0.05 (*t*-test with equal variances not assumed, reference group is total UC study population)

Patients from the depression group scored significantly lower on the Role Functioning Emotional and Mental Health domains. On all the other domains the total UC study population scored equally high or significantly lower (Physical Functioning and Role Functioning Physical, *P* \< 0.05) than patients from the depression group. In other words, unexplained complaint patients scored lowest on predominantly physically oriented domains, whereas depressed patients scored lowest on predominantly mentally/emotionally oriented domains.

Discussion {#Sec15}
==========

Our findings indicate that patients with early stage unexplained complaints are mainly women in their forties, with secondary or higher education levels and with an overall remarkably poor quality of life. Their quality of life in all but one domain of the RAND-36 is significantly worse than that of patients from a general practice population, even taking into account that such a population also includes (around 13% of) unexplained complaint patients. Patients with unexplained complaints predominantly score badly on physically oriented domains, compared to depressed patients, who predominantly score badly on mental/emotional oriented domains. For the remaining domains they score on a comparably low level. Therefore, practitioners may consider to pay attention to quality of life aspects of patients with early stage unexplained complaints, even though this may not always lead to a firmer diagnosis or instant improvement in treatment options for most patients. A more intense monitoring of these patients could, however, be advised.

The total UC study population scored very low on the Vitality domain of the RAND-36 (mean 40.5). This domain consists of questions regarding spirit and energy. The Vitality domain of the SF/RAND-36 is known to be correlated with subjective feelings of fatigue \[[@CR25]\] and we therefore interpret this finding as a logical consequence of the high prevalence of patients with fatigue in the study population. Patients with unexplained complaints do not seem to have predominantly psychosocial problems. The domains Social Functioning and Mental Health were not the worst scoring domains in the study population (mean 66.5 and 63.8 respectively). The Role Functioning Physical domain scored much lower (mean 37.2), suggesting that patients with unexplained complaints feel that their physical complaints hinder them in their daily functioning. Of the five categories of unexplained complaints, patients with unexplained fatigue have the poorest quality of life.

A first potential limitation of our study can be that different definitions and conceptualizations of unexplained complaints limit the generalizability of our findings. In our study, unexplained complaints were labelled "unexplained" by the GPs in the first consultation after onset, before more elaborate diagnostics. This is in contrast to medically unexplained symptoms (MUS), which refer to symptoms that have been ruled out to have an explainable cause (diagnosis by exclusion). Our concept of *early stage unexplained complaints* does not allow one to draw firm inferences as to whether the lower quality of life levels can be attributed to the unexplained complaints or should be attributed to underlying, though not yet diagnosed conditions, or concurrent comorbidity.

Second, we cannot fully exclude the possibility that some degree of selection bias is present. Participating GPs may have selectively included older patients or those with poorer quality of life. However, in a non-inclusion study in the participating general practices, we searched the electronic medical files by means of text words for eligible but not included patients with unexplained complaints. This non-inclusion study did not show major sex and age differences between included and not-included patients. However, differences may exist on other characteristics.

A third limitation of our study is that no specific depression or anxiety questionnaire was used. At the start of the study, such a poor quality of life was not anticipated and, therefore, only a more general questionnaire was considered sufficient. The RAND-36 mentally/emotionally oriented domain figures and the differences we found when comparing the quality of life profile of unexplained complaint patients with depressed patients however, are not pointing towards the presence of depression or anxiety. Furthermore, the GPs did not consider the included patients to be depressed or suffering from an anxiety disorder, otherwise they would not have labelled the patient as having unexplained complaints by definition. It is not impossible however, that depression or anxiety disorders might play a role in the poor quality of life of patients with unexplained complaints. Maybe these diagnoses are established only by GPs over time, and do not become clear in (one of) the first consultations.

Finally, the patient groups used for comparison of quality of life are perhaps not totally comparable to our study population. For example, there are older patients included in our study population than in the depressed patient groups. Since age has its influence on quality of life this can have influenced the contrast. Also, a depression is a treatable condition, whereas early stage unexplained complaints are not treated yet. The better quality of life in this patient group on some domains can therefore be a treatment effect. We did, however, not intend to study a fully comparable contrast in this sense beforehand, it was a result driven comparison.

Although much research has been performed in patients with more chronic consequences of unexplained complaints, to our knowledge, no other study on demographic characteristics and quality of life of patients with early stage unexplained complaints in general practice has been published.

Patients with unexplained complaints appear to be mainly highly educated women in their forties. They report remarkably poor levels of quality of life. Future research should explore whether and how quality of life scores and other characteristics could help in early identification of patients at risk of developing chronicity. Until then practitioners should at least be aware that early stage unexplained complaints may not always be as mild as is frequently assumed. Early stage unexplained complaints may be associated with considerable suffering on a daily basis. Awareness of potential poor quality of life may help physicians realise that they are dealing with a patient, at least, in need of more intense monitoring but maybe also of more intense treatment approaches.

We would like to express our gratitude to all patients for participation and all GPs for their help in patient recruitment.
